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I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 

the description: 

pages . 

pages 

pages 



□ 



, as originally filed 
, filed with the demand 



, filed with the letter of 



□ 



the claims: 



pages 
pages 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 
pages 



, as originally filed 

m3 filed with the demand 



m9 filed with the letter of 



2. 



3. 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language . which is: 

[ | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). . * 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in writfenforrri. . • 

filed together, with the interna^onal. application m . „ ... 

furnished subsequently to ttlis Authority in wrfttenform. 4 

furnished subsequently to'lihis Authority^ 

The statement that the subsequently furnished, written sequence listing does not go beyond the disclosure in the 
international application as filed Has been furnished. 

The statement that me information recorded in coniputer readable form is identical to the written sequence listing has 
been luraished. ■.. ' . . * . v: 



□ 

□- 
O 

8 
□ 

□ 



The amendmentsjhave resisted in me cancellation of: 

Q... the description, pages 

l~l the claims, Nos. ' 

I I the drawings, sheets/fig 



□ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and Indnstrial applicability 



I. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

( | the entire international application. 

claims Nos 1- a part of 12 

because: 



□ the said international application, or the said claims Nos. — . _ . — , „„,-„, tin „ 
relate to the following Subject matter which does not require an international preliminary examination (specify). 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so uncles' that no meaningful opinion could be formed (specify): 



JJ2_ 



3 The active ingredients of the medicinal compositions described in the inventions Of claims 1-12 
include an extremely wide and varied range of compounds, and it is impossible to conduct a complete 
search of them all. On the other hand, only a small portion of the active ingredients of the medicinal 
compositions described in the inventions of claims 1-12 are supported by the Specification m the sense 
bfPCT Article 6 and fully'disclosed in the Specification in The sense of PCT Article 5. 

Therefore the descriptions of the inventions of claims 1-12 and the Specification do not satisfy the 
reqiurementfor^ecfficity^ ' j, ' ' 

1 As a result, in this international examlfiationrepbrt a searcli.of prior art was conducted for Jhe 
inventions of claims 1-12 wimin a reasonable scope based on the compounds that are specifically 
disclosed > the 'Specification, and this international preliminary examination will be conducted 
within the scope of that search. v . . - = - v. 



-ft 



the claims, or sajd claims.Nos. , , ? . 
by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. . 



. are^o inadequately supported 
1- apart of 12 



2 A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
1 seq^ceEgto^omply w*h the standard provided for in Annex C of the Administrative Instructions: 



| | the written form has not been furnished or does not comply with die standard. 
[ — | the computer readable form has not been furnished or does not comply with the standard. 
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IIL Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

( | the entire international application. 

claims Nos. 1-apartof 12 — 

because: 

□ the said international application, or the said claims Nos. _ . . — - — — 

relate to the following subject matter which does not require an international preliminary examination (specify): 



the description, claims or drawings (indicate particular elements below) or said claims Nos. h!2 . — 

are so unclear that no meaningful opinion could be formed (specify): 

The active ingredients of the jmedicinal compositions described ui the inventions of claims 1-12 
include an extremely wide and varied range of compounds, and it is impossible to conduct a complete 
search of them all. On the other hand, only a small portion of the active ingredients of the medicinal 
compositions described in the inventions of claims 1-12 are supported by the Specification in the sense 
of PCT Article 6 and folly disclosed in the Specification'ia the sense of PCT Article 5./ 

Therefore, the descriptions of the inventions of claims 1-12 and the Specification do not satisfy the 
requijcsm^kt for specifi&ty ^ph &at a mpjamid^ul international search can be conduct^ 
aTresft in 

inventions. of claims 1-12 within a reasonable scope based j>n the compounds that are specifically 
disclosed in the Specification, and'this international preliminary examination vviU be conducted 
within the scope of that search. ' . m 



the claims, or Said claims No's. ' V J^12l _—— «* s <> inadequately supported 

by the description that ho meaningful opinion could be formed. 

no international search report has been established for said claims Nos. . 1-apartof 12 _ 



2. A meaningful international preliminary examination cannot be carried out due to the feilure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

[ | the written form has not been furnished or does not comply with the standard. 
| | the computer readable form has not been furnished or does not comply with the standard. 
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I V. Reasoned statement under Article 35(2) with regard to novelty, inventive s 
citations and explanations supporting such statement 


iep or industrial applicability; 




1 1. Statement 

1 Novelty (N) 


Claims 


8-10 


YES I 


Claims 


1-7, 11-12 


NO 


1 Inventive step (IS) 


Claims 




YES 1 


Claims 


1-12 


NO 1 


Industrial applicability (IA) 


Claims 


1-12 


YES 


Claims 




NO 











2. Citations and explanations 



WO 01/98290 Al (PARMACIA. & UPJOHN S.P.A.) December 27, 2001 
EP 1205478 Al (TAKEDA CHEMICAL INDUSTRIES) May 15, 2002 
DUMAS J. "Synthesis and structure-activity relationships of novel small molecule 
cathepsin' D inhibitors," Bioorganic & Medicinal Chemistry Letters (1999), Vol. 9, No. 
17, pp. 2531-2536 

WO 93/24115 Al (MCGEER, P. L.) December 9, 1993 
WO 99/24404 Al (AMGEN INC.) May 20, 1999 
WO 96/17832 Al (WARNER-LAMBERT CO.) June 13, 1996 
UPADHAY P., "Synthesis and pharmacological evaluation of some new 
imidazolinones as anticonvulsants," Indian Journal of Heterocyclic Chemistry (1991), 
Vol. 1, No. 2, pp. 71-74 • ... . 
LADVA, K., "Oxadiazoles. Part XV. Synthesis and biological activities of substituted 
1 3 4-oxadiaiote derivatives;' Indian Joumal of Chemistry, Section B: Organic 
Chemistry mcluding Medicinal' Chemistry (1996), Vol. 35B, No. 10, pp. 1062-1°66 
EP 483881 Al (MERRELL DOW PHARMACEUTICALS, INC.), May 6, 1992 
: WO 98/20864 A2 (UNTVERSITA 1 DEGLI STUDI Dl BRESCIA-DIP ARTIMENTO 
DISCIENZEBIOMEDICHE)May22,1998 • - 
• WO 99/65449 A2 (SMITHKLINE BEEtHAM CORPORATION) December 23, 1999 
'. WO 00/03991 A'i (TAKEDA CHEMICAL INDUSTRIES) January 27, 2000 

* > * 

|[1] Based on the descriptions in documents 1-6 cited m mk international searchreport, the inventions • 
of claims 1 and 3-7 lack novelty and an inventive step. . ' 

Documents 1-6 state that compounds corresponding to General^ormula (T) are useful mthe 
treatment'of Alzheimer's disease (see document 1 pages 48 and 57, document 2 pages 70 and 104, 
document 3 page 2534, documents page 12, document 5. pages 51 and 247, document 6 pages 2 and 

\2J\ * \ 

Among the compounds correspondifig to General Formula (I), documents 1-6 describe those in 
.which A is a hydrogen atom, and documents 1-3 describe those in which the group corresponding to 
ring Z is a benzene ring with a halogen substituent (see locations noted above). In addition, document 
5 Usts a naphthyl as a group corresponding to ring Z (see document 5, page 244). 

In addition, these documents describe a five-member heteroaryl group as a group corresponding to| 
k g E (see documents 1, 2, 4, and 5, etc.). 



[Document 1: 
[Document 2: 
(Document 3: 



iDocument 4: 
iDocument 5 
)ocument 6 
)ocument 7 



)ocument 8: 



IDocument 9: 
)ocument 10 

iDocument 1 1 
{Document 12 
)ocunient 13 
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VI. Certain documents cited 


1 1. Certain published documents (Rule 70.10) 




1 Application No. Publication date Filing date 
1 Patent No. (day/niontli/year) (day/month/year) 


Priority date (valid claim) 
(day/montlt/year) 


| WO 02/49632 Al 27.06.02 18.12.01 


18.12.00 


I (Institute of Medicinal 
| Molecular Design Inc.) 




[EX] 




1 2. Non-written disclosures (Rule 70.9) ... % . -v' 


■ ' ^ Date of written disclosure 


1 Kind of non-written disclosure Date of nOri-wrttten disclosure 
1 (day/montli/year) 


referring to non-written disclosure 
* (day/montli/year) 












1 " " : ■ _ - -• . .* ...... \. .V . : .; r _ 
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(To be used when the space in any of the preceding b oxes is not sufficient) 
Continuation of Box V: 

[2] Based on the descriptions in documents 6-10 cited in the international search report, the inventions 
of claims 2-5 and 7 lack novelty and an inventive step. ... , 

Documents 6-10 state that compounds corresponding to General Formula © are useful in the 
treatment of epilepsy (see document 6, pages 2 and 27, document 7 pages 71-74, document 8 pages 
1062-1066, document 9 pages 15 and 89, document 10 page 17). 

Among the compounds corresponding to General Formula (D, documents 6-10 describe those in 
which^ kSl ThySn atom, and documents 7 and 8 describe those in which the group corresponding 
S zls a S ioup- In addition, document 8 describes one in which the group corresponding 
to ring Z may be substituted by a halogen (see locations noted above). 
I Li addition, these documents describe a five-member monocychc 
heteroaryl group as a group corresponding to ring E (see documents 7, 8, and 10, etc.). 

[3] Based on the description in documents 1 1, 12, and 13 cited in the international search report, the 
linventions of claims 8-10 lack an inventive step. 

Docunaent 11 states that compounds having a phenyl amide as a basic scaffold are useful in the 
treatment of Alzheimer's disease and epilepsy (pages 23-27). These differ however, from the 
inventions of claims 8-10, which have trifluoromethyl 3,5-disubstituted phenyl group as rmg E 

However, document 1 1 lists a hydrocarbon group and halogen, etc., as a subsutuent of the phenyl 
group that is adjacent to the amide. Documents 12, and 13 each describe compounds that have toe 
fame phenyl amide scaffold and are trifluoromethyl 3,5-disubstituted as compounds that are useful for 
the treatment of Alzheimer's disease and epilepsy (see document 12, pages 26-32, document 13, 

C ° 1U SbeSthe case, persons skilled in the art can easily select trifluoromethyl ,3,5-disubstimtion onl 
the benzene ring adjacent to the amide in the compound described m document 11. 
1 £2S5! !Ws exa^hafroh finds that the selection of these subsfituents does not provide any 
particularly outstanding, unforeseen effect. • 



rj 
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, Supplemental Box 
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Continuation of Box : 

Continuation of International Patent Classification (IPC) 

|3 1/451, 31/454, 31/47, 31/496, 31/4965, 31/498, 31/505, 31/5375, 31/5377, 31/695, 
^61P25/08, 25/28, 43/00 



• :"; ' - : 
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